On the strength of the above small study, if decidual reaction followed by necrosis is in fact the mechanism of effect of progestogens, it cannot be the only mechanism; if it is, then perhaps the reaction is replaced so quickly by healing that proof is lacking.
Another possible mechanism is the prevention of fresh implants, by suppression of ovulation, while existing deposits undergo spontaneous atrophy. Endometriosis may be a self-limiting disease, only prolonged by continued fresh implants. However, there were many cases in this study in whom conservative surgery was associated with therapy for a period of up to a year, who were then followed for several years without further treatment and without fresh symptoms, two having become pregnant; so at least in these cases there is no question of development of new areas of disease after treatment had been stopped.
Studies ofuterine endometrium exposed to high dosage progestogen for contraceptive purposes over long periods demonstrate a very considerable depressant effect on the endometrial gland epithelium; a similar effect has been reported on adenocarcinoma of the endometrium: it seems probable that ectopic endometrial glands would react in a similar manner, so the effective mechanism may be simply that of producing a direct atrophic effect on deposits.
Conclusions
Our studies so far suggest that progestogens are effective in at least a proportion of cases. Hormone therapy should be the first line of attack, preferably after preliminary confirmation by laparotomy or at least laparoscopy -I regard culdoscopy as too risky because the pouch of Douglas may be the site of extensive disease involving bowel wall. Progestogens may be entirely effective and should be pursued for at least twelve months, part of that time continuously. Intolerance, persisting or recurring symptoms or the presence of a pelvic mass of unknown nature may demand further surgery, usually radical. The most intractable symptom appears to be dyspareunia, which was a reason for ultimate surgery in several of our cases who were cured of all their other symptoms.
In concluding I would like to report an unusual case illustrating some features of the disease. A woman of 39 years presented with pain, irregular bleeding and a pelvic mass. A laparotomy three years earlier had disclosed such extensive endometriosis that attempted pelvic clearance had completely failed. Progestogen therapy had been badly tolerated and eventually X-ray castration produced comparative quiescence: a year or so later the symptoms recurred, with renewal of irregular bleeding, so a further surgical attack was launched, this time using the 'retrograde hysterectomy' approach, and was successful in achieving complete pelvic clearance. Histological studies then revealed the reason for this recurrence of the endometriotic process -a granulosa cell tumour had developed in the left ovary and had reactivated the quiescent endometriomatous deposits.
Mr J A Chalmers (Worcester Royal Infirmary, RonkswoodBranch, Worcester)
Conservative Management of Endometriosis
Kistner's suggestion in 1958 of pseudopregnancy treatment for endometriosis provided the alternative of conservative management of this often disabling condition. It seemed possible that less complex and lower dosage schemes might be effective and in 1960 I began to use a simple regime, giving norethisterone acetate 8 mg and ethinyl cestradiol 0'1 mg (Anovlar two tablets daily) for from four to nine months. Experience has shown that treatment is most satisfactory if continued 'for not less than nine months. Fifty-five cases have been treated by this means since 1960. In addition 6 cases were treated in 1961 by cyclical therapy for six months, as advocated by Grant (1961) , symptoms being relieved only temporarily and all relapsing within three months of the completion of treatment. Since then cyclical has been abandoned in favour of continuous therapy.
Diagnosis
Of the 55 cases receiving continuous therapy, in 40 the diagnosis was made on the basis of culdoscopy (13 cases) or laparotomy carried out either before or after conservative treatment (Group 1). In the remainder diagnosis was clinical, based upon recent severe and increasing dysmenorrhoea, dyspareunia and limitation of mobility of the uterus and pelvic masses (Group 2). A few cases were automatically transferred from Group 2 to Group 1 when persistence of symptoms led to laparotomy and confirmation of the diagnosis.
Previous Surgery
Of the 40 cases in Group 1, 6 had previously undergone hysterectomy. In one of them an attempt had been made to remove both tubes and ovaries; pelvic adhesions were such, however, that an ovarian fragment must have remained; when severe pelvic pain persisted after operation, a vaginal smear showed a high degree of cornification: pseudopregnancy treatment for nine months led to complete relief of symptoms. In 8 cases either salpingo-oophorectomy or resection of chocolate cysts from one or both ovaries had Section ofObstetrics and Gynacology been carried out. Presacral neurectomy produced relief of symptoms for some years in one patient whose later relapse was successfully treated by pseudopregnancy. Single cases had had a myomectomy, a ventrisuspension for fixed retroversion and a biopsy of uterosacral endometriosis. One case had a resection of the lower sigmoid colon for endometriosis; pseudopregnancy was later successful in relieving symptoms of associated ovarian and uterosacral lesions. In another case endometriosis was diagnosed at Ctsarean section in her first pregnancy at the age of 37; at this time deposits of endometriosis in the pouch of Douglas were observed which looked fibrotic and scarred and appeared to be even burnt out as the result of her pregnancy; a year later, dysmenorrhcea and dyspareunia recurred and were relieved by pseudopregnancy. The remaining 20 cases of this group had had no previous pelvic surgery and pseudopregnancy was used as the primary method of treatment of endometriosis.
In Group 2, one case may have been misdiagnosed, since pseudopregnancy treatment failed to relieve pain, dyspareunia and ovarian tenderness and no endometriosis could be found at subsequent laparotomy. No previous pelvic surgery had been undertaken in any of the other cases of this group and pseudopregnancy was the primary treatment in all of them. One patient complained of dysmenorrhoea and mid-cycle pain and there were half a dozen very tender, bluish, rounded lesions in the posterior fornix; on pseudopregnancy treatment pain was relieved within a month and the nodules gradually became paler and smaller; after nine months only small nodular scars remained which have continued unchanged without recurrence of pain for the past two years. The response of the remaining Group 2 cases, together with the clinical findings, suggests that in these the diagnosis was probably correct.
Results ofTreatment
Almost two-thirds are classified as successful, with a further 9 % improved. I have recorded as successful cases where symptoms of endometriosis were relieved for at least six months following treatment and no other treatment was required for endometriosis. In most instances a much longer follow-up has shown continued relief. In the cases classified as improved, pseudopregnancy seemed to have contributed materially to the relief of symptoms although additional treatment was required. One of these, after nine months treatment, still complained of severe dyspareunia: laparotomy revealed large chocolate cysts in both ovaries which were resected; in addition there were many endometriomata in the pouch of Douglas, in the uterovesical fold and at the rectosigmoid junction, all of them being cedematous gelatinous-looking masses about 1 cm in diameter; pain recurred a month after laparotomy, pseudopregnancy treatment was resumed and continued for four months; she has remained well for eighteen months since this was completed.
Pregnancy occurred following treatment in a total of 12 cases, all previously complaining of infertility, one for as long as eleven years. Undoubtedly relief of dyspareunia has been important in promoting pregnancy but there are other factors. Pseudopregnancy may lead to softening of pelvic adhesions and increased mobility of the pelvic organs (Ufer 1961) and it may be therefore that an improvement in tubal mobility may occur. 'Rebound ovulation' may have been the factor in one case.
Lack of response to hormonal treatment in cases of adenomyosis and in those with large chocolate cysts has been previously observed by Lax (1961) and by Bayer (1964) , and in such cases primary surgical treatment is usually indicated. In several of my cases, however, smaller ovarian chocolate cysts have disappeared and in this group conservative treatment would seem to be worth trying. In general it appears that endometriosis externa, in the uterosacral area, the rectovaginal septum, the alimentary or urinary tract and elsewhere, is most likely to respond; even where it co-exists with endometriosis irterna, hormone therapy may allow castration or extensive bowel or urinary tract surgery to be avoided in a young woman. A patient who had a total hysterectomy for adenomyosis in 1960 presented two years later, at the age of 33, with bleeding each month from the bowel and cyclical pain: sigmoidoscopy showed a mass with multiple bleeding points at the rectosigmoid junction; pseudopregnancy treatment for nine months led to immediate relief of pain and bleeding and it was possible to observe progressive diminution in size of the bowel lesion; in 1964, laparotomy was carried out for the removal of a hydrosalpinx and no evidence of endometriosis, either in the bowel or elsewhere in the pelvis, was found: she has since remained well.
Side-effects
In this series, side-effects have not presented a great problem. About one-third of the patients complained of weight gain up to 10 kg but usually less, and weight fell rapidly more or less to normal on completion of treatment. Diuretics were used with advantage in the more severe cases. Nausea occurred in about 25 % but was rarely troublesome after the second month of treatment. A mild superficial thrombophlebitis of the leg occurred in the second month of treatment in one case but subsided rapidly despite continued treatment. One suffered a mild post-operative thrombophlebitis after hormone treatment had is been discontinued. Apart from these there were no incidents of thrombosis or embolism and no evidence of hepatic or cerebral disease. Breakthrough bleeding occurred in 15 cases and in some of these the dosage was increased to three tablets daily; more recently no modification of treatment was adopted and it settled rapidly in all except one case, where persistent bleeding led to hysterectomy which revealed incipient endocervical carcinoma. Andrews et al. (1959) warned that myomata might undergo rapid enlargement during treatment but although several of my cases had small fibroids, no such response was observed. One patient abandoned treatment because of headache, but no other patient complained of this. On the completion of treatment, all patients capable of menstruating did so within six weeks and no prolonged amenorrhcea was observed. Kistner (1958) suggested that pseudopregnancy would produce pseudodecidual change in areas of endometriosis which would then be followed by necrosis. Riva et al. (1962) suggested that epithelial atrophy was due to stromal overgrowth leading to pressure atrophy and anoxia; it may well be that the gross stromal cedema as observed in one case was important in bringing about this atrophy: indeed, the relative paucity of stromal elements in adenomyosis may help to explain the poor response in this group of cases.
Mode ofAction

Conclusions
In a preliminary report (Chalmers 1962 ) I suggested that hormonal treatment of endometriosis would prove a useful addition to other methods of management and further experience has amply confirmed this. Adenomyosis and large chocolate cysts should be treated primarily by surgery, but in the majority of my cases pseudopregnancy has been helpful and has contributed to the successful establishment of pregnancy in 12 cases. As a secondary method of treatment it has led to relief of symptoms in many cases previously subjected to conservative surgery and has enabled me to avoid castration and further operations. The dosage scheme used is simple, well-tolerated and inexpensive and, in this series, has benefited about three-quarters of all patients treated.
